A c c e p t e d M a n u s c r i p t
type II diabetes (2) , and cancer (3, 4) . Moreover, the Mediterranean diet has recently been shown to reduce age-related cognitive decline, suggesting potential applications in the prevention of neurodegenerative diseases (5, 6) . However, the mechanisms through which this dietary pattern exerts its beneficial effects are unclear.
In the Journals of Gerontology: Biological Sciences, the article "Health Benefits of the Mediterranean Diet: Metabolic and Molecular Mechanisms" by Tosti et al. (7) highlights five plausible mechanisms through which the Mediterranean diet may elicit its beneficial effects.
These are: i) lipid lowering effect, ii) protection against oxidative stress, inflammation, and platelet aggregation, iii) modification of cancer-related hormones and growth factors, iv) inhibition of nutrient sensing pathways via restriction of specific amino acids, and v) gut microbiota-mediated production of metabolites influencing metabolic health. However, the potential nitric oxide (NO) 'boosting' effects of the Mediterranean diet which could complement these mechanisms was not discussed by Tosti et al. (7) .
NO is a pleiotropic gasotransmitter implicated in multifarious physiological processes including blood pressure control, glucose homeostasis, neurotransmission, mitochondrial function, muscle contraction, and host defence (8) . Decreased NO bioavailability has been associated with ageing and multiple pathological conditions including hypertension (9), congestive heart failure (10), hypercholesterolemia (11), type II diabetes (12) , and the metabolic syndrome (13) . Conversely, increasing NO bioavailability has been proposed as a M a n u s c r i p t physiological target for nutritional approaches aiming to mitigate age-related cardiovascular, metabolic, and neurodegenerative diseases (14) . The Mediterranean diet has considerable potential for enhancing NO bioavailability because it contains many foods rich in L-arginine and nitrate -two key substrates for endogenous NO generation. Moreover, this dietary pattern is rich in vitamin C, polyphenols, and the marine-derived long chain n-3 fatty acids, which can potentiate NO production and decrease NO degradation in the body (Figure 1 
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Vitamin C and polyphenols, available via fruits, vegetables, red wine, and olive oil, could also contribute towards the NO boosting effects of this dietary pattern, by potentiating both the L-arginine and nitrate-nitrite-NO pathways, and minimising superoxide scavenging of NO via antioxidant effects (26, 27) . In a sub-study of 200 participants within the PREDIMED intervention study (28) 
